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Modelo de futuro para estratificacao molecular do adenocarcinoma pulmonar
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Modelo contemporaneo dominante da patogénese e classificacao molecular
de CNPCP

a Early stage b Metastatic
FGFR1 or FGFR2 0.7%

HRAS 1.2%
NRAS 1.2%
MAP2K1 0.7%

ERBB2 amplification 2.7%
MET amplification 2.5%
RET fusion 2.3%

ROS51 fusion 1.9%

RIT10.2%

FGFR1 or
FGFR2 2.6%

RIT11.6%

HRAS 0.5%
NRAS 0.5%
MAP2K1 2.2%

ERBB2
amplification 1.6%

Other genes
27.3%

ALK fusion 4.4%

MET amplification MET splice 3.0%

1.7%
RET fusion 0.3%
ROS1 fusion 0.9% ERBBZ 3.8%
ALK fusion 0.8% NF1 truncation 1.9%
MET
splice 1.4% 1.89%,

Data from MSK-IMPACT (Jordan et al.*®) and
FoundationOne (Frampton et al.”®) panels (n = 5262)

Data from TCGA (Sanchez-Vega etat=*TEllrott et al." and
Hoadley et al.’*"), Imielinski et al.*’ and Kadara et al.™** (n = 741)

Skoulidis, F., Heymach, J.V. Co-occurring genomic alterations in non-small-cell lung cancer biology and therapy. Nat Rev Cancer 19, 495—
509 (2019).
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Tipos de testes e metodologias para avaliacao de biomarcadores em NSCLC

Teste de Unico Teste de Mdltiplos
gene/proteina genes

Teste de Mdltiplos
genes — PCR

Teste de Multiplos
genes - NGS

Painéis Hotspots
Multigénicos

Compreensive
genomic profiling

(CGP)
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Jornada do Paciente com teste de Unico gene ou paineis abrangentes

ou perfil CPG

Mdltiplos teste unicos para testagem
de pacientes NSCLC

dias
Teste de EGFR
por PCRe PD-

L1e ALK por
IHQ

45 dias 5

las
Painel
multiplo para

12 genes

CGP

Teste multiplos genes ou perfil
CGP

5a7 dias

e pJZ o
NGS amplos

Manejo do paciente e Decisao terapéutica



Objetivo

Realizar analise descritiva do perfil genético somatico e das mutacoes
concomitantes de amostras de paciente com cancer de pulmao de nao
pequenas células (CPNPC) testados com painel gendmico unico,

multigénico (quatro genes) e painel amplo.
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Dados clinicos e

MetédOS e PaCientes laboratoriais: idade,

sexo, estadiamento,
histologia, etc

N
¥
N
\ 4
L oseTmsacaes
\ 4
L swadossomeonos

) 4 \ 4

TAT TAT TAT

. Py

\‘t - o Congresso Brasileiro de

ARGOS ARGOS ‘/.‘_-i B4 E)ATOLBOA,G?'A QINOVVAVQVKVWE
N 2/ ERbsE INTEGR TS

PATOLOGIA BENOMICA

oooooooooooooooooooooooo



Resultados — Caracterizagcao da Populacao

Idade Sexo Histologia
21.63% < 60 57.25% Feminino 81.17% Adenocarcinoma
78.37% > 60 42.75% Masculino 13.23% Escamoso
B 5.09% Outros
m 0.51% Adenoescamoso
Total=393 Total=393 Total=393
Tipo de teste Pacientes com Variantes
41.62% CGP Painel 60.62% Com variantes
38.83% Single test 37.39% Sem variantes
= 19.55% Multi genes mm 1.98% Inconclusivo
Total=358 Total=353

ARGOS ARGOS €375 o

PATOLOGIA V‘ 2/ diearotoas  INTEGR

nnnnnnnnnnnnnnnnnnnnnnnn



Resultados e Discussao

Mutacoes Drives Classificagdo das MutagGes de EGFR

mm 84.70% Classical
0 9.00% Rare
mE6.30% Complexa

55.14% EGFR
26.37% KRAS
5.49% MET skipping
4.00% ERBBZ2 mutacoes
3.00% ALK Fusoes
1.00% BRAF
0.50% ALK-I1HQ
0.50% NRAS

0
2:88(;3 I;I;(I')F;K Classificacao das MutagOes do EGFR

1.50% RET

88.01% Classical EGFR mutations
4.60% Exon 20 loop insertion

utacoes EGFR

4.60% P-loop aC helix compressing (PACC)
mm 48.70% exon 19 deletion 2.80% Tr90M-like groups
w 39.48% L858R
W 4.61% ins exon 20
B 1.80% deletion19+T790M
0.90% G719A
B 0.90% G719A/C/S + S768I Robichaux, J.P., Le, X., Vijayan, R.S.K. et al. Structure-based
M 0.90% G|u709_Thr710de||nsAsp exon 8 classification predicts drug response in EGFR-mutant
0.90% L8S58R +R776C NSCLC. Nature 597,732-737 (2021).
0.90% L858R + T/790M
= 0.90% deletion19+C797S
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Resultados e Discussao

Analise de correlagdo de co-mutacgoes

ARID1A alterations * * *
DNMT3A alterations *
- 1 60
CDK4 amplification *
MDM2 amplification
NF1 alterations *

TET2 alterarions
TERT aletrations
PIK3CA alterations
ALK alterations

ERBB2 aletrations * *

MET alterations
BRAF alterations
KEAP alterations
STK11 alterations

TP53 alterations *
CDKNZ2ab loss
KRAS alterations
EGFR other
EGFR Ins20
EGFR L858R
EGFR del exon19

EGFR del exon 19
EGFR L858R
EFGR ins20
EGFR others
KRAS alterations
CDKN2ab loss
TP33 alterations
STK11 alterations
KEAP alterations
BRAF alterations
MET alterations
ERBB? aletrations
ALK alterations
PIK3CA alterations
TERT aletrations
TET2 alterarions
NF1 alterations
CDK4 amplification
ARID1A alterations

MDM2 amplification
DNMT3A alterations
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Resultados - Painel de NGS Amplo — Testagem Genomica realizada

Localmente
33.33% EGFR
e 18.84% KRAS
8.70% Skipping Met
2 Outras Var EGER mm 4.35% BRAF
S - 2.90% ROS
§ oo NRA 5.80% RET
: ERBBZ 1.45% ERBB2 (mut/ampli)
a & 2.90% NRAS
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Consideracgoes Finais

* Implementacao de testes moleculares locais (descentralizados e acessiveis)
sao importantes para a decisao rapida do manejo dos pacientes com cancer

de pulmao.

* A testagem ampla em estagios iniciais e avancados de pacientes com cancer
pulmao sao importantes para a predicao da terapia assertiva, mas também
para definicao de co-mutacdes e seu impacto no prognostico e resposta

terapéutica.

* E importante a avaliacio de escores progndsticos baseados em
biomarcadores moleculares?

* Perspectiva futura: associacao os dados moleculares com os desfechos
clinicos
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